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Severe gastric ulcer as a first manifestation
of systemic lupus erythematosus in a child

Zalude¢ni vred jako prvni projev systémového
lupus erythematodes u ditéte

J. Zieg, O. Hradsky, J. Nevoral, J. Bronsky
Department of Paediatrics, 2™ Faculty of Medicine, Charles University and Motol University Hospital, Prague, Czech Republic

Summary: Systemic lupus erythematosus (SLE) is an autoimmune disease with diverse clinical symptoms that can imitate a number
of other diseases. It affects predominantly young women aged 20-40 years but cases diagnosed at a younger age are not unusual.
We report a case of a young girl with failure to thrive and recurrent cystitis who presented abruptly with severe gastrointestinal
manifestations requiring surgical treatment. Crohn’s disease of the stomach was the most likely diagnosis, although no granuloma
was found in tissue biopsies. In spite of intensive immunosuppressive therapy, complete healing of the deep stomach ulcers was
not achieved. Five years after the disease manifestation, the patient developed lupus nephritis with autoimmune haemolytic
anaemia and finally a diagnosis of SLE was established. Adequate therapeutic management of the disease consequently led to
a significant improvement in the patient’s clinical condition as well as laboratory results. This case report clearly points to the fact
that in the case of atypical stomach ulcers, SLE must be considered in differential diagnosis. In addition, diagnosis of SLE may be
extremely challenging, especially in cases with exclusive gastrointestinal and urinary symptoms.
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Souhrn: Systémovy lupus erythematodes (SLE) je autoimunitni onemocnéni s velmi pestrym klinickym obrazem, které mize
napodobovat fadu jinych nemoci. Postihuje pfevazné mladé zeny ve véku mezi 20 a 40 lety, nicméné nevyhyba se ani mladsim
vékovym kategoriim.V nasledujicim sdéleni prezentujeme pripad détské pacientky s neprospivanim a recidivujici cystitidou, u které
doslo k nahlému vzniku zavaznych gastrointestinalnich komplikaci vyzadujicich chirurgickou 1é¢bu. Jako nejpravdépodobné;jsi
diagndza byla zvazovana Crohnova nemoc, prestoze pfi histologickém vysetreni nebyl v bioptickych vzorcich zaludeéni tkané
nalezen zadny granulom. Navzdory intenzivni imunosupresivni terapii se hluboké zaludecni viedy nikdy zcela nezhojily. Pét let po
manifestaci choroby doslo k rozvoji lupusové nefritidy s autoimunitni hemolytickou anémii. Nasledné byla u pacientky potvrzena
diagnoza SLE. Zahajeni adekvatni terapie vedlo k vyznamnému zlepseni klinického stavu i k Upravé laboratornich parametrd. Tento
pripad jasné poukazuje na fakt, Ze pfi nalezu atypickych zaludecnich viedd je nutné jako moznou pficinu zvazovat i SLE. Zavérem
tak Ize konstatovat, Ze stanoveni diagndzy SLE mize byt nékdy velice obtizné, a to zejména v pfipadech, kdy jsou pfitomné pouze
gastrointestinalni pfiznaky a symptomy syndromu dolnich modovych cest.
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erythematodes

Introduction

Gastrointestinal (Gl) symptoms in
patients with systemic lupus erythe-
matosus (SLE) are common. Early
recognition of SLE can be difficult
because many diseases mimic SLE
symptoms. In particular, GI symptom-
atology is not specific and may cause
diagnostic ambiguity. Intriguingly, in

patients with SLE, abdominal symp-
toms may be due to the disease itself or
medications used to treat the disease.
Timely diagnosis enables adequate
disease management and improves
long-term survival of patients with
SLE [1]. Mucosal ulcers in the oral
cavity and decreased salivation are the
most common Gl signs; however, other

parts of the digestive system may be
involved. The small and large intestine
may be affected by small-vessel
vasculitis. Furthermore, complications
secondary to abdominal thrombosis,
protein-losing enteropathy, fat mal-
absorption and pancreatitis or hepatitis
due to SLE or medication may be
observed [2]. However, SLE does not
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Tab. 1. Evolution of the patient’s laboratory results.
Tab. 1. Laboratorni vysledky pacientky.

age (years) 10 12 14 16 17
WBC (4-12x 10°/L) 9.4 6.7 9.6 7.1 6.6
HGB (120-155 g/L) 124 103 99 107 52
PLT (140-440x 10°/L) 524 245 202 319 364
urea (1.8-6.7 mmol/L) 4.3 3.4 3.1 15.8 3.4
creatinine (umol/L)* 39 28 40 101 36
albumin (35-53 g/L) 42.7 421 49.2 29.7 38.6
;Jgir;asr);;:;rilrggc:;ein/creatinine 204 25 35 680 40
IgG (7.31-12.75 g/L) 111 13.9 133 11.9 10.5
IgA (0.91-1.70 g/L) 1.86 2.99 2.97 2.51 2.39
IgM (0.47-1.80 g/L) 1.63 3.46 2.69 2.36 2.06
C3(0.83-2.25g/L) 0.84 NM NM 0.17 0.86
C4(0.14-0.35¢g/L) 0.14 NM NM 0.02 0.11
ANA it mil((:jl, :ploGS(i)t)ive mil((:jl, :ploss(i)t)ive mil((i, :ploss(i)t)ive .
ANCA negative negative negative negative negative
ENA negative negative negative negative negative
ds-DNA negative NM NM mild, positive mild, positive

*normal serum creatinine varies with age

(1:160) (1:80)

WBC — white blood cells, HGB — haemoglobin, PLT — platelets, C3 — complement component 3, C4 — complement component 4,
ANA - anti-nuclear antibodies, ANCA — anti-neutrophil cytoplasmic antibodies, ENA — extractable nuclear antigens, ds-DNA — double-

-stranded deoxyribonucleic acid, NM — not measured, normal range displayed in parenthesis

often present with severe Gl symptoms
at the beginning of the disease and
typical SLE diagnostic criteria, apart
from oral ulcers, are based on non-Gl
symptoms [3]. Keeping in mind the
wide aetiology of Gl symptoms in the
paediatric population, SLE diagnosis
becomes challenging when other diag-
nostic criteria are lacking.

Patient report

The patient was a 10-year-old Cauc-
asian female who was admitted to
the hospital with 4kg weight loss
over a 4-month period, growth re-
tardation, abdominal pain over the
previous 3 months and 2 weeks of
intermittent hematemesis. Past me-
dical history was significant for recur-
rent urinary tract infections (UTI)
from the age of 3 years and frequent
acute respiratory infections. On
admission, the patient was asthenic,

with normal blood pressure and
temperature. The chest was clear to
auscultation and abdominal palpation
was painful in the epigastrium. Of
note, erythrocyte sedimentation rate
and IgA were slightly elevated and
there was thrombocytosis in full blood
count. Complement components,
lymphocyte subpopulation levels and
neutrophil function were within the
normal range, autoantibodies were
negative. Urine sediment was normal.
The evolution of laboratory results
is summarised in Tab. 1. Abdominal
ultrasound revealed thickening of
both the antral stomach wall (9 mm)
and the urinary bladder wall (5 mm).
Esophagogastroduodenoscopy (EGD)
showed severe mucosal inflammation
in the antrum and stomach body along
with multiple deep ulcerations and
significant stenosis of pylorus (Fig. 1).
The rapid urease test was negative,

and the level of gastrin was normal.
The patient had normal macroscopic
findings on ileocolonoscopy. However,
histological examination revealed
mild chronic mucosal inflammatory
changes in the whole GI tract with
a significant proportion of eosinophils
in the lymphocytic infiltrate, but no
specific features were seen. Despite
atypical localisation, the diagnosis
of Crohn’s disease (CD) was made
and immunosuppressive treatment
with prednisone (1.3 mg/kg/day) and
omeprazol (1 mg/kg) was initiated.
Two weeks after discharge, vomit-
ing with abdominal pain reoccur-
red. An upper Gl series, magnetic
resonance and endosonography re-
vealed infiltration of the stomach
wall with multiple ulcerations of the
stomach body, pylorus and duodenum.
Because of the severe gastric inflam-
mation with suspected perforation,
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a gastroduodenostomy (Billroth’s |
operation) was performed. Histology
of stomach biopsies showed inflam-
mation with deep ulceration and
a tumourous aetiology was excluded.
The patient also suffered from further
UTIs and frequent periods of dysuric
pain without positive urine culture
and was put on prophylactic antibio-
tic treatment. The decision to start
infliximab and enteral feeding via
nasojejunal tube for presumed severe
CD was made. Follow-up EGD after
the second dose of infliximab showed
significant healing of ulcers and
a reduction in stomach wall inflam-
mation. However, enteral nutrition
was reinitiated along with azathioprine
treatment due to progression of
Gl inflammation on a regular diet.
The patient tolerated the treatment
well and gained weight accordingly.
Suspected infusion reaction in
combination with a high level of anti-
infliximab antibodies required a switch
to treatment with adalimumab
4 months after infliximab therapy
initialisation. One year after disease
manifestation, anti-thyroid antibodies
with high thyroid-stimulating hormone
(TSH) were found. Ultrasound showed
a small struma and substitution
of levothyroxine for autoimmune
thyroiditis was started. Over the next
5 years, serial endoscopies showed
exacerbation of inflammation with
alternating periods of remission.
Cystoscopy showed severe chronic
cystitis with marked mucosal inflam-
mation. At 15 years of age, our patient
presented with nephrotic proteinuria,
microscopic haematuria, hypertension
and mild elevation of renal para-
meters. Her immunologic results were
positive for antinuclear and anti-
double stranded DNA, as well as for
significantly decreased complement
component levels. In addition, autoim-
mune haemolytic anaemia (AIHA)
and mild thrombocytopenia occur-
red. Renal biopsy was performed, and
histology results were consistent with
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Fig. 1. Endoscopic image of gastric
ulcer.

Obr. 1. Endoskopicky nalez zaludec-
niho viedu.

global diffuse lupus nephritis class
(IV-G) [4]. Induction treatment with
corticosteroids and mycophenolate
mofetil was started.

EGD 3 weeks after the induction of
treatment for SLE nephritis showed
healed lesions without new inflam-
matory changes or ulcers (Fig. 2). Pro-
teinuria decreased; however, anaemia
did not improve, and the patient
required multiple transfusions. Finally,
rituximab (4 x 500 mg per week) was
administered and led to significant
improvements in clinical conditions,
including further decrease of protein-
uria, complete normalisation of renal
parameters and gradual resolution of
anaemia with negative Coombs test.

Discussion

Here, we presented the case report of
a patient with SLE with Gl and urinary
manifestations. Our first impres-
sion was that an atypical form of CD
caused this Gl affection. Consequently,
the diagnosis of SLE was delayed
because initial Gl signs preceded
manifestation of renal involvement
and specific antibody positive results
for 5 years. In patients with SLE, peptic
ulcer disease is mainly associated with
stress and non-steroid anti-inflam-
matory drug use. The association
between corticosteroid use and peptic
ulcer disease is much weaker [2,5].
Interestingly, it has been reported
that SLE can also cause inflammatory

Fig. 2. Healed gastric lesions after

3 weeks of induction SLE treatment.
Obr. 2. Vyhojena léze zaludku po 3 tyd-
nech induk¢ni terapie SLE.

changes in gastric and intestinal
mucosa [6]. Pathophysiological me-
chanisms of Gl involvement of SLE
usually include small vessel vasculitis,
immune complex deposition and
complement activation. Thrombotic
microangiopathy has also been report-
ed [2,7]. In patients with concurrent
genitourinary and Gl manifestations,
smooth muscle dysmotility secondary
toimmune complex-mediated damage
is suspected [7]. Cystoscopy revealed
typical findings associated with
interstitial cystitis. Although a bladder
wall biopsy was not performed, we
presumed the diagnosis of interstitial
cystitis related to SLE [8]. Our patient
was thought to suffer from CD because
endoscopic macroscopic findings in
stomach, bowel microscopic inflam-
mation and growth retardation,
were all consistent with CD. On the
other hand, the diagnosis of CD was
questioned when histology revealed
chronic mucosal inflammation that
lacked CD-specific features. Interest-
ingly, cases of SLE complicated by
CD have also been reported [9]. It
is known that anti-tumour necrosis
factor alpha (anti-TNF-a) therapy
dampens autoimmune reactions in
autoimmune diseases, including SLE.
This likely explains the effect of these
agents on the reduction of the disease
activity [9]. However, it has also been
reported that anti-TNF-a drugs can
induce SLE in adults [10]. However, the
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incidence of drug-induced SLE is very
low and we do not think this occurred
in our patient because initial Gl and
urinary features preceding biologic
therapy were, in retrospect, the first
signs of SLE.

This case report shows that lupus
etiology needs to be sought in
patients with atypical presentation
of gastric and duodenal ulcer. It was
not possible to ensure the correct
diagnosis at the time of the disease
manifestation, when specific immune
tests were negative, and our patient
did not present with other signs of SLE.
However, seronegative lupus appears
in 5-10% of SLE patients, so we have
to be aware of this diagnosis despite
negative immunologic testing. If we
had at present a patient with similar
disease presentation we would consider
administration of immunosuppres-
sive treatment which is also used for
SLE patients (e.g. cyclosporine A,
mycophenolate mofetil) to suppress
the disease activity. In addition, we
would also aim to avoid surgery in this
patient. Interestingly, other features
which pointed to SLE were the
presence of autoimmune thyroiditis
and highly suspicious interstitial
cystitis. In conclusion, extensive search
of other organ involvement is es-
sential in children with predominant

Gl presentation and inconspicuous im-
munologic results to approach the cor-
rect diagnosis.
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